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(57) Abstract: Cytokine production inhibitors containing as the active ingredient aniline derivatives represented by the general for- 
mula (I) or salts thereof: (I) wherein A is CO or S0 2 ; Cy is aryl or a heterocyclic group; R 1 and R 2 are each independently halogeno, 
cyano, nitro, optionally substituted alkyl, optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted cy- 
cloalkyl, optionally substituted cycloalkenyl, optionally substituted aryl, an optionally substituted heterocyclic group, optionally 
substituted amino, or B-Q; R 3 is M l -M 2 -R 5 ; R 4 is hydrogen or optionally substituted alkyl; x is an integer of 0 to 5; y is an integer 
of 0 to 4; and z is an integer of 0 to 1. 
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*5S9!fi. * (I) : 

(R,)x f> A - N ^r (R2,y 

W ^ V>(R3) Z 

R'*5«tufR 2 «^n^n$B3i(c, Apy>^f, ->7/g, -hni, 
Tt>J:Vi7;w«, m&$tiTt><fcv>7;i^-;i^ g&snTt>«fc^7;i/* 

«fc^7S/g£fcte-B-QgT&9 ; R 3 te-M'-M 2 -R 5 gT&9 ; R< «* 
^0^$fc^®^$nT s b<kVi7;WVS'eSO ; x \t 0 ~ 5 <Dmt?$> K> ; y 
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*mmn. 7- u fe^^n&*t»tttt 

Th 1 £Th 2©+h:7*-fey hfcSHSSttTHS- ThlH^iiSH 
*-n>f*>2 (IL-2) , -f>^-7in> T (I FN — r ) ^jg^feL. 

6nTVi* Q Th2^-f7»«> £fc-r>*-D-f*>4 (IL-4) , -f> 
^-n-f^F>5 (IL-5) , -f>^-n-f^>6 (IL-6) > -<>^-n< 

+>io (i L-i o) > -r>^-n<^>i 3 (i L-i 3) m*m&.L, m 

7t7^^>->3^, m#i«ftl&&& «A. 7l/M-ttm 71^ 
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m%®mizw -5 temKmt, d t h i ^onm&fmKmm < m 

^t»«3£^Mbfc{^%a:bT^ WO 95/146, WO 98/270 
8 1, WO 98/27058, WO 9 9/ 15164, WO 99/51580, 

woo 0/4 023 5izE\zmWL<D-bo-$mft>nz>o bfrb&^e>, Jine.'fb 

7D-f FM<Dm. vi7D^^U>tFK5 0 6&£Th 1 &J;tfT h 2 ^-f 7© 
*FK5 0 6T?Hlf»*, ^Ottll*fflf^ffl*«railt^?), ^tl 

o 
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R'cfe.fctfR' tt^tiMfc, Any>I?, ~>7/^ -Nn«, «&$n 

Tt>«kVi7JWP«> n«isnTt)«fcVi7;i/y-;pat» nift$nT«b«fcv>7;w^r 

J:Vi75/**fctt~B-Qa£ (BttO> CO, COO, OCO> S> SOSfc 

jft$nTt>ckVi«a5aia6'*fcttBiftsnT , 6)«kV575y*T»*) t*&d ;r 3 & 

-M'-M 2 -R 5 * {M 1 te^ZSM* tt^tl^tmiHZ, O, S> NR B S (R 6 «tK 

*K ; ?*fctt«»$nTt>«kvi7;p+;i^£T?»*) , HMg£\ mm&i~2<D7 

)V^U>m, CO, SO*fcttSO,T»**\ M , *3cJ:r;M 2 ^-i^fc75:D-N = 
N-£«LTfc£< ; R 5 «mft$nTfe«kViS/^ DJWS, tt$£ftT*> 
«kVJ7«J-;Hl*fcttfllift$nT 1 b<fcVi**8l*T»*} ; R^i**^^ 
SfcttSjftSnTt>«fcVi7;p^;P3£Tf»t) ; x«O~5 088r?fc?) ; y£0~ 
4CD8»T*t) ; zttO~lCDfiaRT»* ;(&U (1) Cy^7xZJVSt* 

D , ^© 7 x -jws© 4 ifco «fei*««Ki$ nr >b «fc Vi tr 5 »/-JHK$fcttiiai 




,2> 
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$nxfe J;^ n u 7V-)im-e&z>m&, (2) cytfy^=.)i&r&Q 

HCO- (CH 2 ) (i-Rl (qtel~4©g$n?&D, Rte7 U 

Mies en -cm-2n%>7=-v>mmfc<Dm$. m^mzw^n^>m.r$>n 

tf<fc<> mtf> fll»ito£©«3fttt; p-h;wx>^*> 

> ± h U J: 5&7;V# ; *;^>^Al0<fc5^7;W »J± 

gf&JgJi; HJx*>>-;U7S>aL hi)* (hHn^fjl/) 7$y**> 

1 8 0^0. mx\t^)vm, x^;p«> ynt!;us, ^>^;i/«> 
^y^a, T->;i/«> jir?*/jmizgifiwf*>ti 

r 1 , R^^utQ-e^^n^e^^nT^^v^^yx^s^e^miBx^ 

g^*5«fc(^H^«SIS+07;Per-;i/^tLTtt, -^^m^2~1 8® 

r 1 , r 2 * <t q $ mm £ nx t> £ v* 7;i'*x;^& e> tffc&fBx& 

KftS*«J:tfH^SlftS I t , ©7;^x;ua5^tLTtt, — J»lC«*8fc2 — l 8© 
fc©, mfcteP^hg, 7nt?-;i^ 75fxM^> ^>^x;i^ ^y- 

n»a©}gi£g&© t> © fc-a tr. 

R«, R 2 % R 5 &£tfQ^2n%WmZnTb£^i'2U7)l3r)m?3Lt>Zt\Z 
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S;7^v>^;i/S, y;i/7^>^S, 

r 1 v r 2 , R 5 ^<tTOT«$n^s^$nT i bcfcVi7 , j-;u^> cye^$n 
r 1 , r 2 , R 5 ^ckTOTat$n*«ft$nT , b«kVi«*gi«, cyx^ns 

x-;wg, e^yj;^ tf^vuxji^ tf^/u^-;^ -r^i/u^s 
, ^-^•y-i/u^xji/S, ^v^i^v*u;ps, -rv^-y-yux;^ -rv^ 
v*u;i^ -ry^77U-;i-s> -f v?7v*u y-JH, v7v*u;i^ 

^-+1t^7yU-m ^U-v ? 7V*U^-;i/«, ?7z?7VV)V&. ^7^7 
7*U-;i^ ^7v7^U^n;i/S, HJ 7 V*U;i/g, HJ77*Ux^S, HJ 
77*v^x;i'S> xh?V*U;VS> ^h77Un;l/S, fh^'/'Jy-m s? 
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& 'vHf-bKD trusses, tfu^-jvs, i>tKntfu^v-;i/S> f- 

FDtr^x;!^ xh^tHDtf^v?-;!/^ tf^^x;!^ MJ7^x;P 
& v t K o h U 7 fh7tKDMJ 7 v?x;i/S, fc F □ h D 

3ri/-)Vm, ?tt±-)V&* VT^xjl^ WftV-JVm 

■&£<d 6 Mmm^mmmm ■, ^x/^xx;i^ s?t fdv^d^^xxjw 

y?7x;i^ fh7kh'D^/77^S, ^>!/W/'J;i« 4 rh7 

-fy^-y-vu;^ ^>i/9 1 7VU;^ fh7kFn^>7Wj;n, 
^vyyy^yu;^ xF5tFn^>y>r y^7yy;i^ ^>y<5^ 
yu;ps> x h7bHD^>y>r$^yu;i/», ^>y^^yu;i/S, ^>y 

S^rty;^ ^>y>?^ifx;^ ^>y^7xji/«, *yjx;i/g, < 
y^yijx;i/S, ^/'Jx;^ ^;WJ-JH, 7*55?x;pak 

u^x;ws> zrv~)vmizzo&?im&m&m:m.mm& ^j^u^x;^ 

stf^ <z>St& £ tvr *> £ v> 7; WUS, nx £ v>7 Jl^x;i^£ j; g 

^$nTt)ctvi7;i/^x;i,scD-^g^gtUT^ Any>ncT> zk$s> ^ 

> sm^i7;i/^-x;i/5 1 «> g&p^i^x;^*^ m.m%7 fr*-^* 
fi^pTsy^o7;^;i/S> e«|pr^n7;i^x;i,s, g&Ri^twi^ 

g$>*i^07JWl^*-X, g^v^tWl/^xjM-*^ g& 

pj5/^D7;P7-x;i/^s > mm^7)V3^>tiM-)v^ w.mi7)v*)vti 
#x;i/g, mm^7)^=Dvt!)vt^)v&, mm^7)v^^)vt})v^-)v^p 
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Wm^^i7U7)lstr-M*^j3)V#-)Vm, m&*Ii'9U7)Vtr-M)V#=L 

)v& wm*i~>?a7)v>r-M)v$~)v*3ri'm. wmvi7i)-)vm. mw»s 
mmm, mw&mmmtt^m, mmmmm^m, mm^mmm^^)v 

, g^pJ7;wwx;i'7}s-;^, fi&pj7;i^-;px;w*~;i,g, gj&pJ7;i^ 
-)V7>n,fr=DV&* B&w^n7;wv;u^-;i^ 8&pJ~>^o7;Hr~ 

& bI 7 s y x en, -tn s - #gms©$c & nsx& o t 

t>2«tU:x&oX*>£<;, ^ftS^Si&SM-x&oX&Jt&oX^xt) 

nx «t vi>> ? o 7;p^«> nx «fc v> >^ d 7 jkt - 
s&s nx fe «k vi 7 u ± zfmm ^nxfej; v^^sstgo - 

7JV^r=.)Vm, m&v!7)V*F-)m* WW&7)Vn*z/^ WW$7)V*)Vtt- 

*~>g> m&^frttvttm* mm^^u7)v^jm, mm^^^u7)v 

^r-^S, WMeS^?U7)V3*i/&s WORTS'* n7^4WS, S&pJv 
&U7)V>r-)Vtt>'& m&vtis 9 u7)V*r W^i7)V3^=/ti 

)itf~)vm, w&&7)v*)vti)vtfs-)vm, w&pS7)v*M)vtf-)v**>'& 
> ®mnr7;p^n;i/^-^^*;w^-ji/S, sm^;^-;!/*;^-;^ g& 
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8 

mm^7^-)vm> w&sirv mm^v-jvrtm, mm 

s> mw$7$;t>)v#-)vm, wmi7)v*)vz)Vft-)vm* mms7)vtr- 
)vx)v#-)\>£> mw&7)v*-)V7s)ift~)vm, mm^^^u7)v^jvx)v^ 

PI— T & tp T t> g& o T V*T t> J: Vi» 

> smni7;p^;i/«, ms&7)vtr-)v& wm7 mm 
-^7)vu^m, wwk»i7)v>r~)),tti'^ nmi7)v*=.)Vtt5/& mm 

wim~s>7U7)W-)\,tt : i/^ mm»S7)in3rz/*)vtf~)\>m, wwn7)v 

jitf-jvm, mw!S7)\'*-)Vtt s sti)vtf=L)V£, wtm-mmz 
s^Ri~>^P7;ni4 i ^^;i/^-;va> s&w^^JWi'^i'^-ji/ 
B^"5jv^n7;^-;i/^>'^;v^-jPS > wmWsZujiw-M)), 
W&vl7V-)Vm> , «&eJ7U~;M-*vS, ©&pJ7V-;P** 
S^rI7U-^;1'^-;PS> Hfc*J?IX8:t& S^^HtSt 

~)vm* wmoS7)i*-)vxfr*~)VM, e&^v^a7;wK*;i/*-;va, 
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i0»ttifl"e»oT*)2iK±T*oT , b«k<, ^ne^iiitii^-t^ 

7;WV«, 7)bfr-)V£* 7)V*~)l&. ->^n7KJ^ ^D7^- 
7U-;US, MISS. 7;Pn*>^ 7fr5'-)Vtti'&, 7)V*-)V 

aasma-*^ 7)v*n,tt& 7)vtr=.)Vttm, 7)v*-)i^*m 
v ^n7;i4;ws, 5/^D7;^;^tS, 7U-;^^ 

7)V*)VXJVft-)m. 7)V*r-)VZ)V*~)Vm, 7 )]/*~)\'7.)\'-fc~)V 
i/i7 07J^^XJ^-M, is>7U7)V*r~)l7>)l*-)im, 7*)-)l>7> 

;t^> 7;^-;^;i/^-;i/S, ^^d7JV^WM^M> ^D7J^- 
, ->^o7»t^y*M-M, ->^D7;^^t^>*W-M, 

, 7;WP7sy*;ufc;i,s, 5?7;p^;P75y*;^n;H£, 7;^^7 

->^D7;^^:;v75y*;vfc;^ 7U-;P7^/*;^-;ws 
% **»7$>'*;^-;^ 75^x;i/^;vs> 7JWi^75y^;w*^;p 
S> ^7;WP7^>'x;^-;us, 7)i5-~)V75.;x)Vft-)i,^ 7)V*~ 
;i/75;xM-M, i/^D7;^^75y7.;i/^-;i/^ y^nm^v 
7$y^jv*-;w3£> 7U-;v7syx;^-;^ ^»7^yx;^n;ws 

, 7JWV75/S, S?7;U*JP75>>*, 7;W-Jr-Jl/75 /g, 7/1^*7 
^n7M^75;l> y^D7JP«75;S, 7U-^7^y 
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Z7U7)it-~)i%)i-$-)i7s.j&. 7U-^*;w#-;P75y«, mmmtDv 

#=.)V7$S& 7)V*)WHS-)V7S.S&* 7)W~)\,7,)V*s-)V7*jm 

-^g^S^2i@©H^»MS^J;De^$tirc75yST^^ 

£fz, Ctl6=^HJft3£07;P=* i ;W^ 7)Vir~)V&ft, 7)V*-)Wft. 
is>7U7)V*)VW>ft, i/^DW-m 7D-;Uffl8h «*St»#tt/£ 

75/«, 7;i/+;H, AD7J^i, 7Jlo^>g, ;\D7JP3^>| 
, 7)V*)VttM, /\n7KmS, 7;m^r>>*;v^-;ua % 75/^;i/ 
7W75;*MzjH, ?7)V*)V7$SlJ)Vtf~)m. 75 
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(1) mmm, mrrvm-, 7t7^+y->a^, &®MMto&n& 

( 2 ) ^^^^ VHi»^^m^^/LiiL/c^#ttge^^So 

o) «ftP0u^v^ i sum mmmmi3fe&£mm 

(4) Ii»W»5jg^S^c 
(1) 5£ (!' ) : 



Kt« A, R'> R 2 > R 4 ^«fc«^y«fu5zE<D^«®r)T^D ;HaUW> 
H^T&t) ; Cy' «7xn;i/S^fe«6Am^1g^ST2bD ; M«CX S 
, NR 6 S (R 6 > -OCH 2 - -OCH 2 CHj- - 
CH 2 0~~% — CH 2 CH 2 0 * — S C H 2 % — SCH 2 CH 2 > CH 2 S — > 
-CH,CH 2 S-tfcB^TfeO ; R 5 ' teS^nTfcJ^tf'J^l^fc 

\tmm^nxhx^7^>^jvm-vh^o ; x'tto~3©itTfe§;fiu a 

^COT'^D, ^R s '^- (CR a R a ) d-NCR b R c iTft$nfc7^ 
^fctt7yMtSD, R c \$?m]Mlr%rc\t7)V3r)l'MT?hV, d&0~3©S 

(2) A#COT&35£ (I' ) 07~i)>mmft£tz\$ J Z(Dmo 

(3) A#COT&D> R 5 ' ^g^^nTfc^ViHU^l/STafe^^ (I' ) (D 
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7-U 

(4) A^COT^D, R 5 ' *«Aa7^;H6T«SI*nfctrU^» (*IT 

SffcpT7;Hr-;pg, g&pT7Ji^;i^ B^pi7;i/n+~>s, flfftRT7;P+ 
g&pmi^-;^*^ s^nJ7;v^-;i/^^a> tt^"sj7;w^ 

U7)W~)V&. U&WsWTfrn**^ fi$'5J->£D7;l'*;i/3 1 :tg> S 

*~>s, s^pT7;i/^r-;i'^'>*;^-;i/a. s^7;w^-ji/*;i/^^;ps 
, »^pi7;i/^^;w*;w^n;i/^-^vS> «*Rr7^^-;v*^'>*;v#-;w» 

pj^^o7Ji/3^->^;^-;ws, hsiW">^d7;p^*^#-;^ fi&nj 

& e^pl~>^o7;i/^rx;i/*;i/^-;vs, g^Rjv^n7;v^-;^;v^-;i/ 
a-*^ k^rT7U-;vs> «^rI7U-;v^v'S, mxn!7 
, «ftT>T7U-;^*'>*;p3K-;v«, s^"si7U-;v^;pfc;vs> s$"5J7 
u-;w#;p#n;v**->afc Wkinwiifct*^ rami 

&Bsmmm%)\>-$-)v**i'm, ww$7s.sm, ^>7;s, -has, 

Z)],&=.)Vm* mWkvli'?ti7)]s>r-)VZ)l'-fc-)V&, mW»!7V-)VZ)Vfc=- 

) ©7-U>R*#*fcl**0&. 

(5) A^COtfeO, R 5 ' **A07;V^*T?ll4(l*nfcb?U^;i'ST»t), 
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£ (I* ) ©7=U >R*#*fctt*©£. 

(6) A#COT&D, R 5 ' ^3-^DD-5-hU7;^D^5 1 ;V-2-t:U 

sware&sa (r ) ©7=y >****&«*■©*. 

(7) a**cot?*d, R 5, ^mm^nxh^yy^y^jvmrh^ <r 

) ©7-U>fif*#*fctt*©*. 

(8) A*«COT?*0 ; Ha l3WKBRiC«*D ; R 5 ' jWlifcStlTfcJ:^^ 
7>fMT^S (T ) ©7- >J fctt*©*. 

(9) A^COT'&D ; Ha 1 ifi? ^JST^fctt^JS^TfcO ; 
R s ' «$ntfei^7^>5 : JHtfe5S; (I* ) ©7=U>R»**fc 

«*©£. 

(10) A5^SO,T*S (T ) ©7=U>»J»#*fctt-t©*. 

(11) Cy' T?«$n*6JM*St^*3ll**** 6lAfa7 'J-^ST&S 

a cr ) ©7=.u>«f*#*fctt*©*. 

(12) 6 □ 7 u tr u >w*, t! u 5 t: u ^$>n;v£ 

*fc«li7^-;Pa£T»* (11) ©7-U>K*#*fcK*-t©:!ft. 
(1 3) 5£ U" ) : 



[5£«K A, R 1 , R 2 % R 4 , Ha K M^^x'ttWSBCJtaiifiOT?*?) ; C 
y" «5Jl«»S«*3R«T»t) ; R 5, ' tt UI$nTt)J:U7i^ 

snrfeck^if u^;w**fcttiiai$nT%>«k^7^>5 l ;p*T»o ; y&o 
~3©g»T&s] T^$na7nu>si«#*fett*©*&. 

(14) A&CO-C&Zft (I") ©7-U>K##3;fcfc££-©iS. 
(1 5) A^COT^?), R 5 ' ' *«Blft$nT%>«fcVi7x-;i.SSfc«:fiij|$n 
Tfe.fcUtfy-SWIST&SSt (I" ) ©7-U>Sf#flc*fctt-t-©Jfi. 
(16) A^COTftQ, R 5 ' ' m^ntfeJ:^7^>5 : ;i/St*2)^ ( 
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(1 7) Atf*COT»!K mmmm^r. atfMFfSfcttNR 1 * (R 6 telt«IEf!t 



(18) Aj^SOjT** (I" ) ©7^'J>l^^diM, 

(19) Cy" -e«$tl^5*«^^S^ 5A'v7a7U-;i/ST&3 
5* (I" ) ©7-y>R*fci:&Kfr£0£. 

(2 0) 5*^\x07U-;VS^ 7 ?X~JVS, ==^/u;us, 

7*/<j;i/XTfc5 (19) 07~U >«MW**fctt*®ift. 

en 

5£ (IV) : 



^ (V) : 



Cy, R 2 , R 3 , r\ y&£z$z\mm<DmK>T$>z>)-e : £t£nz>4\;£W 
t&Rtoi£itZZt£.&*)* ffiffisS (I) ©7nu>R**£fctt*©**»fi 

5^itim ^>if>, h)H>, ^vl/>^^©^W^7KS^; ^> 
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a^>, 5?ftx— f)v, u^D-r>, ^m^yvytzEcDm 
Mmmik&mm zsx?)ijl-t)v, ^a^vx-f-jv, v^jvx-t-jv. 

-HJ;U&<!£<D~HJ;Mlg; ^^?;V*M75 h\ i^WKTir h75 

Z)V*>M ; A^^^;i/7^x^;i/7^ F&£<tjU>$75 Fgf ; ^nn*;kk 
, ^DD^^X BgJJMfe&*, 1, 2 - □ DI^ >^i'0^D^>« 

1, 8-^7lftfS/^0 (5, 4, 03 -7-'>>7 ; -ir>> N, 
^r'J^fiDtill.-U^A, ^-hU^A, #U^Afc<h*©7;i/;*7U:k 

;«7K^U^^A, ^7jc^^hU^A, ^7j<^*U^A75:^(D7;i/^U^ 
M^^tK^ ; TkSHbU 5f ^?A, 7jc^b^~ h U ^A, *mikX U £A&££>7 
;l/*U^M©7jc^btl ; n-y^JPU^^A^ U^ASM V^n tf;l/75 H, 

i (Dfcfoti.^ -mz-i o~i 5 o t c©sjs^TfTt>n> H£l<«- 

10-10 0 'CWSJSSSTff^n^c S^Pb1«, -jKfc 0 . 1-48 

8-2 smss t < « i - 1 . 5 %m<Dm&~efem-tz ct^tts. 
r 21 mm 

ft (I-l) : 
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A> Cy, RK RK RK x> y&ktfz «lifa!i©i§0Tfc5] Tg£ft 
5fc£tli>.3; (VI) : R 4 ' -L 

r 4 ' \tmm^nxh^7)v^)vmx-$>^), LK^&©iici&-i>]T«$ 
nzit&mtzKJfcZ'&zz tizzy. (i-2) : 




K4»> A, Cy, R 1 , R 2 , R 3 , R 4 ', x, y££tfz «bM©jID 
xhU;W££©xhU;Mli ; y^?JV*JI/A75 h\ e^3Ml/7-fe h7$ 

omrs. his ; ^^^7.;i/^vH^£©x;v^vHl® ; t;;m^>&£© 
, ^dd^>, Ettfclft*, l, 2-s>£nnx*>ft£©Any>fc|jMfe; 

N-^fHWJX 1, 8-v71flf->^n C5, 4, 0] -7-^>x"fe 
X N, N-^;*W7XiJ>ft£©:fa*&* ; U3^A, ^"hU^As 

u^jRo^Kffi ; Mt**y ^*a, ^m^itx h u ?a> mMtkh* u ^ 

htiH<D7)Vti U ^JR©^»**H[ ; *#fcU 5f ^ A, h U ">A> *5H 
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mm2(DKj&\z. -mz-7 o~i 5 ox;<DKj&umTfTt>n, n^txkt- 
io~io oTXDKfoum-cff t>nz>o Km^m\t, -m\z 0 . 1 ~4 8 mm-c 
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±IBbfc^l~2*5«J:^n(c#BIUfc^T#e»nfcM^ (I) <Dfc% 
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mmx, (i) <DitG®tfyv-w-x*%t>ntcM^ m^^mxm^m^^ 
&Tz, mtt (i) (Ditsmztcte^vm. t<Du.fc&&mz 

mm*, (i) <Dit^m^tc\t^(D^(Do%. & <r ) ©^^^fc«^0^ 

tt, bSIB®[^1~2^D> TIB [A] [B] (C|B«0S!^fc«^ne) 

[A] 5£ (II) : 



0 2 N 

K+» A, R 1 , Ha 1 £^x1^M<7)£iiiI9T&D, L&MST&S] 



K4>, Cy' , R 2 > R 4 , R 5 ' , M, ££tfVkm$®£i£M0T&3] 



Hal 
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tlZ>fc&mt&RfcZ1kZZ.tKLJ:Q* fulfil (I ' ) 07~U >iPI#£fcte 
[B] a (T -1) : 




[aW, A, Cy' , Hal, R 1 , R 2 , R 5 ' , M, x'Ssitfy'ttftftOilDT? 
»<5]T?**n*ft:^«t, 5£ (VI) : R 4 ' -LKt, R 4 ' tt«ft$nTt>«fc^ 

£0, 5£ (I ' -2) : 




A, Cy' > Hal, RU R 2 * R 4 ' , R 5 \ M> x**5«fctfy'»ttj4© 

a o x$>%] T»$ns7^u ^Bt^ftSfctt^-cDttsmag-r*^. 

snsasaau fe^»J» ftssa* »«bh» anHStt-au »«3W<fo*«? 
Ad * § jtjRj^w ^ t w«s n* c ehm t v x fc&m<Dmmtffem s « 
tcj&CTMiR-c^ as** «e^j. »ak mmu x-fwrn* mu mm 

»J©7¥H «tW3 tClR UTtt, t U T E ©#^T&20 © t> © * j£ < ft 
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yoAV-;K l£vPy:7\ 7\*Vmm* 7>Zf>WL, Vy^mfa 
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-r v 7*7-7 u;p7;up-;k tfu^v"^ v 7.7-7 V)i7)V3-)V* tfvtt 
^x^i/>y;nf^>ffij»Kxxx;PW^f*c:t^T?#«. ft*, £03§ 
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■mm\z.%t>%$. (i) ofc&mvmt, mzm^n-rmmm^m^ 

■^%m\z^t>^ en <D4k&M<D®ttmmizmm\,zti<. smmmwrn 

sp&c&^snso ^^.«igpwf3s#$n^^{c«, «$k mik mis 

□wicrau &%m, mm. m&m. mmu m?m<Dmx®*t 

siitras, &mi<Dt%G\zte%.®x$)Z>wz7PVffi, 7$.;n^<Dmft 
(Dmmtn^Lx^m^^n. m\z\mmzmcxm&xmm^ & 
T%L<\zm\&ftn*2nz<Dt)m£v^mmx&z>. &m<D%&\z\zm 
ffifo&^znzvtim&is^mux&Zo 
*mm\z%t>tt (i) 0{k&%}<z>®5-m\zm&, mmo*®. mi^o^o 
mmommmz&vm&mviznztf, m^M^x^nm^ <n 

O^|l0ittlB^^llkg^DI5O. 05-5 0mgitWJ;<, 
l®%tc\m®lzftttX&5-?Z>z\ttfXi*Z> 0 &5-m&KM*\z%Mm 
^1-100 Omg^i£L®Z(Dfim£L^W i nx%>Z>o 

Mz*mwiz&t>z>m-mm fe&m&zzf&skm) zmmrztf, *mw\zz. 
nt>\zm%.-znz>tDtfx\zm\ 

f7x/^>7-'J >420mg33«ktf h U x^Jl/T ^ >250mg(Dx h^kH07^>5 
inLM^fc, KfitT, 2-^oo-5--ho^>y^;i/^oU H500mg©x h^t: H 
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-2-^PD-5-^hP^>X75 H (fcS^No. 2 7) 730mg 

N- (4- (1-7^7>fJb) -2-/f^7x-Jl/) -2-7*Dt-S-rhD^>X7$H 

4- (1-7^>^;W -2-jWP7=U> •&Bfcfi300mgS«ktfHJx3 1 ;i/7$>l 
20mg©xh^fcKP7^>5«W£* #:&T, 2-7PM-X hn^>y-f ;i, 
7 p »J K290mg©T- h y k KP77>5mUgi&£irFl/&. I$30#lf im tR^Jp 
mVtcm&ZZIkLtzo 5*bfcl!fJir4*TftitUfc«i(6*UT, M229 
"C(Z)N- (4- (1-7*^7 >^;W -2-pWP7xXJI/) -2-7P ; E-5-XbP^>X7 
5 H (ft^tlNo. 4 6) 310mg £#fco 
ftE fe9l l 3 

N- (4- (1-7^T>^;1/) -2- **Jl-7 -2-7PP-5-XfcP^>-P>XJfc 
ft>75 K fcfc^Mo. 4 8) (Pfrfifc 

4- (1-7^7 >^;W -2-* 3^7-11 > • ^±t250mg^J;^>Ux^75 >2 
00mg©xh^t FP7^>5mL^ c f 1 ^ 2-7 □ o-5-x hP^Mf >7Jl^x;>U 
7PU K230mg©xh7t:KP77>5niL^^Tl/> >&40rTi&7f$fia&#Ufc 

tig B H B ^x-f^« H H B iT, tt£23rc©N- (4- ix-y^y^ 

)V) -2-/^l/7x-Jl/) -2-7PP-5-XhP^>if>7;^>75 H Wb^WNo 
.4 8) 150mg 

N- (4- (3-77PP-5-KU-7;^D^^-2-lfU-7Jl/^^) Jz^ikZJkXJk 
) -;-//DD-!i--KD^>^7g K (Jh^ttNo. 10 6) tP£-Efc 
4- (3-//DD-5-h 'J 7Mn^^l/-2-t!iJ y*;l/t+y) -Z-*?)V7—V >670m 
g& h U X^Jl/7 5 >270ig©x h 7 1 H P 7 7 >5mLM4'^> 2-7 P P-5- 
zho^>^J^D'J H490mg©xh^tFP7^>5mL^«TU $30# 
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^IT, SM&23O~232'C0 N- (4- (3-7 a D-5- h U 7;i/*D*5^-2-tf U 

-3-^tM1/7xXJI/) -2-^DD-5-- hn^>X75 h* (fc£#JNo. 1 0 
6) 700mg 

N- (2- (l-7^v>=p;i/?hfr-» -?.-s7nu-s--hu<yXTB K 

(Jh-fr#lNo. 12 3) (P^eE 

5-75 7-2- (\-7?^>?)V**i/) HU>*» 290mg££tf HJx^;KF=i>l 
50mg©T-h^t: HD77>5mL^*(c, 2-7 on-5-x hn^>V''i';i/7nU H2 
60mg©xh^t KD7^>5mLM^Tt> *U30#mJm *ZUQ?L, flrfflLfc 
5^Ufci^^«7K«^L^^bT> Bi£98~105t;<Z)N- ( 
2- (l-7^>f;Vt^y) -5-K»J5W -2-7DD-5-xhD'OX7$ F (it 
£$lNo. 1 2 3) 330mg £#fco 

N- (4- (3-7DD-5-K'J'7;^D><^)l/-2-HiJ^;b^v) -3-(1-tfD U Jb) 7 
x_)b) -2-7DO-B--ND^>^75 K (Jh^&lNn. 12 7) (D^fo 
4- (3-7 0D-5-hU7;i/^-Pp<5 1 ;U-2-trU^^v) -3-(l-bfoU;W7-U 
>320ig43 £tf h U X9MI/7 5 > 1 lOig® t- h7tFD77 >5mLj^^^fC. 2-7 n 
n-5-~hn^>7^;i/7nU H200mg©^h^k Hn^^>5mL»^TL, 

&fftiLT, Si& 165- 167"C0N- (4- (3-7aD-5-hU7;^D^5 L ;i/-2-tfU 
vJl^*^) -3-(l-t!nU;W7xx;i/) -2-7an-5-x ha^>X75 H 
Mo. 1 2 7) 260mg 

N- (4- (3-7an-5-S»)-7Jl/^-D^^)l/-2-HU-7^^^;i-^-» 7iZJM - 
2-7DP-5-- SD^>X'75 H (jfr&Mo. 13 5) (7)^fi& 
4- (3-7nD-5-hU7;i/^-a^^;W2-t: 0 iJv;i/^^;^+-» 7-U>300mg*5 
£ h U X3M1/7 5 > nOmgCx h7th'077 >5mLf§W C> 2-7 n a-5-x h 
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ft, 5©Lfc«ll»*7jCT?«s#bfcft««U 
T, M193~195 < C0N- (4- (Hno-5- h U 7)V*u*?)l-2-\ZV yJMf 
7x-;W -2-^DO-5-nhn^>X73 H ttb£^No. 1 3 5) 380m 

&&mi~7 &&zm&m&i~2\zmvtt%mi;m&Litmtt en oft; 
^i^^Toi 1-20 t^-r. 
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/m 1 \zmm LfcirET^T. C D 3 VifcZ 9 6 flUM^? V- V \Z 5 0 n 1 /K 
To#£U 4^1 8B#TOSbfc. *£Jft&»£U 

10%^«?f (FCS) ^tRPMIfnOng/mlHiS 
Ltz I L - 2 £ 5 0 1 /ft-f^abfc. |^ttM^T«^CD 3 iritis £l£ 

^^Ji^-^^lOOppm) £ 5 0 n 1 /7Cfo#&U Z\tl\ZB a 1 b/c7^ 

o~4 8 mm±m*®uu el i s askitim >m^m^m 
RmmttTh 2 ^^im h^>tLx^>^-u^ 5 ol-5) ft 
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KTfTofc. *?\ l«ilT> 7y httT£*IL-5ttfc (i>FyiX 
CodeNo. MM- 5 5 0 C) ^kIW (pH9. 5) fcT 1 /ig/lHCl& 
IRL, 5 0 u 1 /ftT^9 6 7x;K7V-h (IWAKK CodeNo. 38 
6 0-0 9 6) -1ft (16~2 4B#Pb1) 4lCfcT3- h bfco *<D'&. 

yu-hfi* 1 0XFCS£*U>«**£8***pH7. 2 C/Dy*>£f 
£T3 7tT2^D5/^Lfc (2 5 0 /il/W . 7V-h 
§0. 05%Tween20 (^^-fxT.?. CodeNo. 281-51) 

s-atypBs (wa->77) ^ffl^T4iHi^bs t%m±m%>mm*5 o hi 

k'^->h^^X I L- 5 (R&D'>7>xAXs CodeNo. 4 0 5-ML) 

/nut. 7u-h*m&mrtyy 7*m^x 4®m&v. -xsnfttLxvtt 

>*i7'^ hR^X I L-5gtfr (7 7-5>^iX CodeNo. 180 
62D)£0. 0 5%Tween2 0^f7oy+>^77lCT0. 5/ig 
/mlfc^JRbfc&Ofcin*. (5 0/il/ft) . MfcTlPflHK hb 
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£ C/Dtf-fA, CodeNo. CJ 3 OHO 0 1) £0. 05%Twe 
en 2 0^W^D^^>^A^.7TiCT8 0 OteS&JRL&fcCD&iJD*. (5 0^1/ 
ft) , £&» 1 5^TObfc. yi/-h$^#K^7 7(3T4|H»b, TN 
BSfMBK (^T, CodeNo. T-8 6 6 5) 1 0 
0 ~ 2 0#IHI3g££lt&. 1 MWI^ 1 0 0 At 1 /7t^fiDATKfS&{?Jhm 

&«4 5 0 nm) «g£$J£Lfco \W-r <Dfem\Z\Z, l#tft#£UT7? h 
9 7. 1 FN- yWfc (7 7-5>vi>, CodeNo. 1 8 1 8 1 D) » 
z^WK#tbTlf^>«»7!y hffiv?XIFN-ria# (77~$>^xX C 
odeNo. 1811 2D) £JBV>T I L- 5Sl3ttra«©*i*Tffofc. 
*^©fc«>, U3>k*^->h^97.IFN-r (yx>if-fA, CodeNo. 3 
4 8 5) Sftfflbfc. xayy*— hTffVi, -iJ--f h*-r>j£4*©T 

TOMctOv OTOittlTMM (%) ft**, Mm^*2 1~ 
2 4(C^L/cc «M'&tlii^l00ppiT75:Vi*^©jfl]»$E«Lfc J b 
©fcOV>TfcjU «M^M^«lWOf^^ ( ) XxkLTzo 
mm (%) = { 1 - (T-N) / (P-N) } X 1 0 0 
SUIT. T : N : »&#Jl&#©¥J3ffiU P : 



*2 1 



No. 


IL-5g£ 




No. 


IL-5gf£ 


IFN-rg£ 




MOT GO 






*MM¥(X) 




1 


96 


90 


5 


76 


83 


2 


74 (2ppi) 


84 (2ppm) 


6 


100 


100 


3 


79 


92 


7 


100 


100 


4 


47 


76 


8 


58(10ppm) 


67 (lOppm) 
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*2 2 



No. 


IL-5££ 

murnm 


IFN-r^£ 


No. 


IL-5jg£ 

wmm<%) 


mmm m 


9 


96 


100 


32 


99 


98 


10 


100 


100 


33 


100 


100 


11 


37 




.34 


88 


97 


12 


33 




35 


100 


100 


13 


36 




36 


81 


85 


14 


46 




37 


97 


100 


15 


99 


100 


38 


86 


93 


16 


100 




39 


97 


100 


17 


100 


100 


40 


100 


100 


18 


100 


100 


41 


99 


100 


19 


96 


88 


42 


56 


81 


20 


100 


100 


43 


98 


98 


21 


96 


89 


44 


93 


100 


22 


100 


100 


45 


99 


99 


23 


100 


100 


46 


100 


98 


24 


100 




47 


89 


95 


25 


89 


93 


48 


100 


100 


26 


82 


30 


49 


100 


100 


27 


96 


99 


50 


95 


98 


28 


100 


100 


51 


99 


100 


29 


98 


100 


52 


75 


96 


30 


100 


100 


53 


94 


93 


31 


62 


63 


54 


62 


78 \ 
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No. 


IL-5££ 


IFN-rg£ 
»«*(» 


No. 


IL-5g£ 




55 


96 


100 


77 


74 


50 


56 


100 


100 


78 


78 


91 


57 


90 


98 


79 


62 


90 


58 


97 


96 


80 


100 


100 


59 


100 


100 


82 


90 


99 


60 


96 


93 


83 


90 


76 


61 


79 . 


89 


85 


91 


86 


62 


100 


100 


86 


87 


29 


63 


100 


100 


87 


100 


100 


i 64 


98 


99 


88 


72 


17 


65 


100 


100 


89 


87 


99 


66 


95 


91 


90 


100 


100 


67 


99 


100 


91 


53 


1 


68 


92 


99 


92 


99 


100 


69 


100 


100 


93 


100 


100 


70 


98 


99 


94 


85 


53 


71 


89 




95 


100 


100 


72 


51 




96 


100 


100 


73 


64 


28 


97 


77 


84 


74 


43 


10 


98 


96 


99 


75 


100 


100 


99 


100 


89 


76 


96 


96 


100 


92 | 


93 
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Sf24 



No. 




IFN-rg£ 


No. 


IL-5j££ 

mmm (%) 


IFN-r^£ 

mm%) 


101 


100 


100 


125 


100 


100 


102 


100 


100 


126 


100 


100 


103 


100 


100 


127 


100 


100 


104 


100 


100 


128 


96 


93 


105 


55 


25 


129 


86 


67 


106 


83 


96 


130 


100 


99 


107 


99 


97 


I3l 


100 


100 


108 


100 


100 


132 


99 


100 


109 


100 


95 


133 


99 


100 


110 


99 


100 


134 


97 


98 


111 


99 


99 


135 


62 


33 


112 


100 


100 


136 


98 


100 


113 


96 


97 


137 


98 


98 


114 


100 


100 


138 


99 


100 


115 


100 


100 


139 


89 


50 


116 


100 


99 


140 


100 


100 


117 


100 


100 


I4l 


100 


100 


118 


78 


47 


142 


95 


99 


119 


1 A A 

100 


99 


143 


97 


100 


120 


84 


35 


144 


99 


100 


121 


97 


100 


145 


100 


100 


122 


100 


100 


146 


62 


43 


123 


100 


100 


147 


99 


100 


124 


100 


100 


148 


94 


81 
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if 3& © 16 E 

1. 5S (I) : 




K+» AteCO£fcteS0 2 T*&D ; CyttTU-^»*fett«*liyfiTr*D ; 
R'SscfctfR'tt^n^nSfcafc:, AD^>JRf, 5/7V*» - ha*, ffi&Stl 

«kl>75/**fctt-B-QX (BteO, CO, COO, OCO, S> SOJfc 
ttSOjTfeO ; Q«#£JIH\ »&SnT&«fcV>7;Wl'3k H&SttT'b.kV* 

gm$nTt>J:v^>^D7;^-;vs, n&snTfc.kwj-;^ s 

Jft$nT s b«fcV>»iRSSfettB«$nTt)J;^75/S-e»S) T'&O ; R 3 « 
-M'-M ! -R 5 I {M'^ckt^MM^n-^naStlC, O, S, NR 6 S (R 6 «7jc 

-S§jg : f*fctt«sisnTt)«fc^7;^;i«"T*-5) , ^1-207 

)V*U>m. CO, SO^fcttSOjl?**^ M 1 ^3J;^M 2 ^-^t^0-N = 

«fcVi7U-;u»*fctti»ftsnT'b«fcVi**aian?»*} t-&d : r 4 «**kt 

*fctt«j|$nTt>«kVi7;Wl'* , Tf»D ; xttO-5©8»T?»0 ; y&0~ 
4©SERT*t> ; z«0~i©»!fcTN&S ;<au (l) Cy^7ir;ra 

$nTt>«fcVihU7^-;i^T&S«^ (2) Cy^7x-JHT*Q 

, >€-©7xr:;US©2ffl:OfI*S*«7;WPS-C»D, *^5fi©flfiftS*J-N 
HCO- (CH 2 ) 9-RS (Qtel~4©g$a?&D, R«7U-;l/£*fctt 

2. Cy^7x-;i«*fctt6J|JPi8M*«*T**l»*«l|B*©1J--f h 
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7 . ft « 1 tB*©fl3«&«*fctt*flD***«lifc^fc UTa*f*ft!8i« 
+y-ya^, 7WM ; -H$JMfc, 7U)V#-&& 

11. 5£ (I ' ) : 



~>7yg> - has, e^nr^ct^T^wi/S; ffi&£n-ct>ctv>7 




WO 02/051397 



PCT/JPOl/11282 



52 

g^snrfcckv^cwHr-;^ m&znx%£^7V-)i<m. mm 
■$nx<b&\,mmmm. mm^nx%^7B. ym^tz\t- b-qm (B«a 
co> cocx oco> s> sos^ctesoj-e&o ;Q\t7k%mj; w&znx 

wmiznx%^7V-)vm, mmnx%^mmm^tz\m^nx 
b£^7s.;mx$>z>) x$>k> R i \-i7mm^tc\tmm^nx'h^7)wv 

ST&D ; y&0~ 4 ; Ha 1 teAP^f^T&O ; Cy' \ty 

3L-)i&%.tc\z6Amm3mmm&x&r) ;m«o, s, nr 6 s (R 6 «7Kmii 

?$LtcteWWk2tlX%£.^7)\'3r)VmXfoZ>) ^ -OCHi- -OCH 2 CH 2 - 
> — CH 2 O — \ CH 2 CH 2 O SCH 2 * S CH 2 CH 2 > CH 2 S 

zrctemmznxh&^^y^jvmx&Q ■, x.'\$o~3<Dmmx&z> ,-{au 

, A#*COT&^ J&^R 5 '^- (CR* R a ) i-NCR b R e &Xmm^nrz7 

?-?>?-)vm (R'wmmTzrz^jv^fr&x&r) ; R b n*mmjs 7)v* 
)vm%tz\$7zs)vmx&r), R c \t7mm : i : -£tz\Z7)v*)vmx&r)^ d«o~3 

1 2. A^'COT^^^Sl 1 <D7-V >mmfc%.tz\$ : t<Di& a 

13. A#COT&tK R 5 ' ^a^nT'b^VitfU^l/STfeSlf^l 1 

©7~u >mmfc*tz\zt<Di& 0 

14. A^co-e^«9> r 5 ' ^AD7;wi/S-es^$nfek°u (^b 
T^eotruv^s^ AD^>if, tk^s, ;*;wjyhg, fi&pJ7;wi/g 
, sm"J7;^-^s, a^pJ7;p^^s, ampJ7;P3^va, gtrsmi/ 

ffifcpl7;i^n;i,**vg> g$pJ7;i^:=:;i/?:*g, «ITbJ7;I/ 
^-;w^^->S, «M"T7;u^^;^^s> «^bTv-^d7;w^ tt&nJv 

#D7;Hr~;Ug> ffi^'ST'>^D7;i'n^vS> S^-5Tv^D7^4 i ;I/5 1 ^-^ 

mm<>Ji/>7U7)itr-)\'**^ mm^^^n7jv^--)v^m> ww&7)i> 



WO 02/051397 



PCT/JP01/11282 



53 

& mm^7)v^=-)^ti)v^-)m, mm^7)v^)vti)v^)v^'>^ m 
w>!$'t7U7)V3*i/ii)vtf-)vm, fflft"^">^P7;w^;^-;us, mm 

jm, m&*!5'#u7)w-)W)W-)vm, mm^iy^u7)^^tsM- 

Baalim Bi*w*aiaw-*5/*;w«=;pai, *&i*«a»;fr»#:i;Hk 
mftiir****^-^*^*, ««pi75y*, v7/s, = hog, 
#*->;i^ e^pi75/^;i/^-;i'S. w&*i7)V*)V7>)V*-)]&, wm*J 

7)V5--Jl7,)l*~)lg, Wm»17)V*=i)lZ.)lft~)l& W&BSi'9n7)V* 
j\,7>frft-)V&» fi^pT~>^a7;i/^-;i/x;i/^n;i/S, mmS7V-)l<7>)V* 

-jvm, wm^mmm7>)v*-jv&%&xfmmi7$y7>M-)v&frt>tsiZ>m 

15. AJ&*C0T?&?K R 5 ' ««3-i'DD-5-h'j7MD^-2-e 

16. A^co*c*o, r 5 ' tm&ttnxb&^yv^fr&T&zfijsm 

1 1®7-U>&$#*fc 

1 7 . A^COTS D;Hal^77 &mm? Sfcttd^HWT- 0 
; R 5 ' )&*B&SftT&«U>7^T>?;i^T&S3&3ft£l 107^'J>WS 

1 8. A^S0 2 T*fe-5Ml l©7-'J>^Sfe^©I. 

1 9. M&Bl 1 KfBfcStifcsC (I ' ) <Dik&%&it\tt<D&<DWB$&V 

&oT> ft (H) : 
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(R 1 )x-\C 

" w -A— L 



0 2 N 

[5t+, A, R\ Ha l*5<fctfx'«MgH5&#3il l^iiDTfeD, L 
5£ (!) : 

/(R 2 )y 

HN < cy ) — M — R 5 ' 

R 4 



Cy' , R 2 , R\ R 5 ' , Mfc«ktfyttWBl»#*l 1©5£&®DT& 
5]TS$n5^tli*^$-&S^i:{C«J:D, MSBiS (I' ) <D7-V>mm 
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